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PART 1 (Importance of the manuscript) 

	
	Comments of the Reviewers
	Author’s Feedback 



	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.
	The manuscript is relevant to the scientific community because it investigates a potential environmental and dietary risk marker for colorectal cancer in an African population, where such data are still limited. The use of leukocyte PAH-DNA adducts provides an interesting biological approach to complement conventional dietary assessment. Although no significant association with colorectal adenocarcinoma was observed, the findings are still valuable because they suggest that differences in dietary habits, cooking practices, and background PAH exposure may influence the usefulness of this biomarker. The study also highlights several important directions for future research, particularly studies involving detailed assessment of meat preparation, PAH exposure, and colorectal adenomas.
	


PART  2.1 (Objective Evaluation)
	
	Rating of the Reviewers
	Author’s Feedback (Revision of the Manuscript and Feedback of Authors are mandatory for Rating of 2 and 1)

	1. Is the title clear and appropriate for the study? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The title accurately reflects the study population, exposure/biomarker, and outcome. However, the relation between could be improved to the more conventional Association between leukocyte PAH-DNA adduct formation and colorectal adenocarcinoma in Ugandan patients
	

	2. Is the abstract of the article comprehensive? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The abstract includes the background, objective, methodology, major results, and conclusion. However, the presentation of the statistical findings should be checked for consistency with the main text, particularly the reported odds ratios and sample numbers.
	

	3. Are the keywords appropriate and useful?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The keywords are relevant to the manuscript and adequately represent the main concepts: colorectal cancer, PAH-DNA adducts, risk, red meat, and Uganda. They could be further optimized using standardized indexing terminology where appropriate.
	

	4. Is the background information of the paper sufficient and well organized?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The introduction provides a logical rationale for investigating PAH-DNA adducts and colorectal cancer in Uganda. The biological rationale is adequately explained, although some statements are repetitive and the background could be made more concise and better structured.
	

	5. Are the research objectives/hypotheses clearly stated?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The objective is clearly stated: to determine the association between leukocyte PAH-DNA adduct levels and colorectal carcinoma in Ugandan patients. The research question follows logically from the background
	

	6. Is the literature review relevant and up to date?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The cited literature is generally relevant and includes important studies on PAHs, meat consumption, DNA adducts, and colorectal neoplasia. However, much of the supporting literature is relatively old, and the manuscript would benefit from incorporating more recent epidemiological, molecular, and biomarker literature.
	

	7. Is the research methodology appropriate for the study?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	A case-control design is appropriate for investigating the proposed association, and the use of leukocyte PAH-DNA adducts provides a biologically relevant exposure marker. However, clarification is needed regarding sample numbers, dietary assessment, cooking methods, potential confounding factors, and the statistical analysis. The manuscript reports different numbers at different points, which should be reconciled.
	

	8. Were ethical issues properly addressed (if applicable)?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Ethical approval, informed consent, confidentiality, and relevant institutional/national approvals are clearly reported. The manuscript provides the ethics committee and UNCST reference numbers.
	

	9. Are the results presented clearly? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The principal findings are understandable, but some inconsistencies require correction. In particular, the manuscript should reconcile the sample sizes and ensure that the odds ratios and confidence intervals reported in the abstract, tables, and text are identical. The statistical presentation could also be improved.
	

	10. Are tables and figures clear, relevant, and necessary?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The tables and figures are relevant and support the results. However, Figure 1/2 and the accompanying text contain inconsistencies in participant numbers. Table 1 also needs clarification because its heading refers to median values while age is presented as a mean, and the percentage presentation for sex should be reviewed.
	

	11. Does the discussion relate findings to existing literature?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The discussion makes a reasonable effort to compare the findings with studies from Western populations and discusses possible explanations related to meat consumption, cooking practices, environmental exposure, and metabolic differences. However, some sections are repetitive and could be shortened and more critically synthesized.
	

	12. Are the conclusions supported by the data?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The main conclusion—that no statistically significant association was demonstrated between leukocyte PAH-DNA adduct levels and CRC in this study—is consistent with the reported results. However, the wording should avoid implying that PAH exposure is definitively not a risk factor; the findings demonstrate a lack of significant association in this study population and under the study conditions.
	

	13. Are the limitations of the study discussed?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The manuscript provides a substantial discussion of important limitations, including low PAH exposure, lack of detailed cooking information, unmeasured HCAs, lack of tissue-based adduct assessment, absence of universal colonoscopy, and the possibility that fecal occult blood testing may miss precursor lesions.
	

	14. Are the references relevant and sufficient (in number)?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 

N/A = Not Applicable
	The references are generally relevant and include several important primary studies. However, the reference list is relatively limited for a cancer epidemiology/biomarker manuscript and should be updated with more recent literature. Reference formatting and citation accuracy should also be checked carefully.
	

	15. Is the manuscript written in clear and understandable language?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 

N/A = Not Applicable
	The manuscript is generally understandable, but substantial language editing is required. There are grammatical errors, awkward constructions, repetition, inconsistent terminology, and occasional typographical errors. Examples include “was and was used,” “PAH-diol epoxide-DNA adducts was analyzed,” and inconsistent use of “CRC,” “colorectal carcinoma,” and “colorectal adenocarcinoma.
	


PART  2.2 (Subjective Evaluation)
	
	Reviewer’s comment


	Author’s Feedback (It is mandatory that authors should write his/her feedback here)



	Is the title of the article suitable?

If your answer is NO, please provide a brief, clear suggestion for improvement.
	The title appropriately identifies exposure/biomarker, outcome, and study population. A minor stylistic improvement would be to use Association between rather than the relation between, but the current title is acceptable.
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	The abstract contains the introduction, objective, methodology, sample size, laboratory method, principal statistical findings, and conclusion. However, the authors should carefully verify that the participant numbers and statistical estimates in the abstract are completely consistent with the main manuscript.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	The study addresses a relevant research question and uses an appropriate case-control design; however, several methodological and reporting issues should be clarified before the manuscript can be considered scientifically robust. In particular, the participant/sample numbers are inconsistent in different sections, and the statistical reporting should be carefully reconciled between the abstract, tables, and results. The authors should also provide greater clarity regarding dietary assessment and meat-cooking practices, potential confounding factors, and the interpretation of the non-significant association.
	

	Are the references sufficient and recent? 

(YES or NO)

If your answer is NO, please provide clear suggestion for improvement.
	The references are generally relevant to the research question and include several important studies on PAH-DNA adducts, meat consumption, and colorectal cancer. However, the reference list is relatively limited and contains a substantial proportion of older literature. The authors should update the literature review with recent studies and systematic reviews addressing dietary PAH exposure, DNA-adduct biomarkers, colorectal cancer epidemiology, cooking-related carcinogens, and relevant molecular mechanisms. Reference details and citation accuracy should also be checked throughout the manuscript.
	

	Are there ethical issues in this manuscript?

(YES or NO)

(If yes, kindly please write down the ethical issues here in details)


	The manuscript adequately reports ethical approval from the Higher Degrees Research and Ethics Committee of the School of Biomedical Sciences, Makerere University and the Uganda National Council for Science and Technology, along with the relevant approval reference numbers. Written informed consent was obtained from participants, and confidentiality of participant data/specimens was addressed.
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